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DETAILED ACTION 

Claims 1-4,6-1 1 and 25-33 are pending in the application. Any objections and/or 
rejections from previous office actions that have not been reiterated in this office action 
are obviated. 

1 . The declarations under 37 CFR 1 .1 32 filed 8/9/07 are sufficient to overcome the 
rejection of claims 1-4,6-10 and 25-32 under 35 U.S.C. 102(a) as being anticipated by 
Kao et al. (Acad. Radiol. 2003, 70, 475-483) based upon the co-ownership of the 
subject matter of the published article and the invention and also that the author 
Kenneth C. Beck is not an inventor of the invention of the current application. 

Response to Arguments 

1 . Applicant's arguments filed 8/9/07 have been fully considered but they are not 
persuasive. 

Claim Rejections - 35 USC §112 

2. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

3. Claim 33 is rejected under 35 U.S.C. 112, first paragraph, as failing to comply 
with the written description requirement as stated in the office action mailed 5/9/07. 

4. Applicant asserts that broad ranges disclosed in the specification adequately 
provide support for the narrow ranges of the instant claim. For example, applicant 
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asserts that the range of 60-70% disclosed for the one first lipid or phospholipids HSPC 
adequately provides support for the narrow range of about 58 to about 59% recited in 
the instant claim, etc. 

5. The broad ranges described in the specification do not exactly provide the 
narrow ranges recited in the claims: 

6. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

7. ' Claim 31 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention as stated in the office action mailed 5/9/07. 

8. Applicant asserts that amendment to the instant claim distinctly claims the 
subject matter which applicants regard as their invention. 

9. The recitation of "essentially free" is unclear and confusing as there is no 
definition of what constitutes "essentially free" in the specification. 

Claim Rejections - 35 USC § 103 

10. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 
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11. Claims 1-4,7-14,25,27-29 and 30 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Leike et al. (Invest. Radiol. 2001, 36, 303-308) in view of Torchilin et 
al. (Biochim. Biophys. Acta 1996, 1279, 75-83) or Sachse et al. (Invest Radiol. 1997, 32, 
44-50) as stated in the office action mailed 5/9/07. The modified rejection was 
necessitated by the amendment. 

12. Applicant asserts that Leike et al. teaches unmodified (conventional) iopromide- 
carrying blood-pool liposomes which do not have a diameter of less than about 150 nm. 

13. The reference of Leike et al. was not used to teach of the modified iopromide- 
carrying blood-pool liposomes but to teach that iopromide-carrying blood-pool 
liposomes have been used for computed tomography blood-pool imaging. The 
liposomes of Leike et al. were of the size 201 nm. 

14. Applicant asserts that Leike et al. does not teach the removal of unencapsulated 
contrast agent. 

15. The examiner concedes that Leike et al. does not teach the removal of 
unencapsulated contrast agent. 

16. Applicant asserts that Torchilin et al. teaches radioactively labeled liposomes and 
does not teach the use of non-radioactive contrast enhancing agents. 

17. The reference of Torchilin et al. was not used to teach the use of non-radioactive 
contrast enhancing agents but to teach of the preparation of liposomes from a mixture 
of PC, cholesterol and PEG-PE. The resulting small liposomes are of the size 120-150 
nm (p77, preparation of liposomes). In the case of small liposomes, the grafting of PEG 
to the liposome surface sharply increases the liposomal circulation time due to the 
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interaction of the PEG with plasma proteins (p80, small liposomes). In fact, Torchilin et 
al. teaches that the blood circulation time for PEG-LL (large liposomes) is less than that 
for PEG-SL (small liposomes) (p81 , paragraph 1 ). 

1 8. In view of the combined references of Leike et al. and Torchilin et al. it would 
have been obvious to one ordinarily skilled in the art to PEGylate the liposomes for CT 
imaging of the vasculature Leike et al. as the blood circulation time of the liposomes are 
improved by coating the surface with PEG by decreasing their opsonization and 
recognition by the liver Torchilin et al. The small sizes of sterically stabilized liposomes 
are advantageous as they have longer blood circulation times. Therefore it would be 
obvious to try to PEGylate the liposomes of Leike et al. with sizes of 120-150 nm. 

19. Applicant asserts that Sachse et al. does not teach the removal of the 
unencapsulated contrast agent. 

20. The examiner concedes that Sachse et al. does not teach the removal of 
unencapsulated contrast agent. 

21. Claims 1-4,6-11 and 25-32 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Klaveness et al. (US 5,676,928) or Tournier et al. (US 6,217,849B1) 
in view of Torchilin et al. (Biochim. Biophys. Acta 1996, 1279, 75-83) as stated in the 
office action mailed 5/9/07. The modified rejection was necessitated by the 
amendment. 
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22. Applicant asserts that Klaveness et al. does not disclose a pharmaceutical^ 
acceptable excipient or sterically bulky excipient capable of stabilizing sterically 
stabilized liposomes in blood. 

23. The reference of Klaveness et al. does teach of pharmaceutical^ acceptable 
excipients and the resulting liposome suspensions are stable in the blood and on 
storage (column 4, lines 41-42). Therefore any excipients added to the suspensions 
must be capable of stabilizing the suspensions in the blood as well as for storage. The 
average particles size of the liposomes is 50-3000 nm, preferably 150 nm. 

24. Applicant asserts that Klaveness et al. is undeniably based on an autoclaving 

» 

step. 

25. The examiner concedes that the liposome suspension of Klaveness et al. include 
an autoclaving step. 

26. Applicant asserts that Klaveness et al. does not provide a single instance of the 
use of the polymer-derivatized lipid or phospholipids but states that the composition of 
the invention, for use in any type of imaging, may if desired be modified with materials 
such as PEG to increase the circulation half-life of the liposomes. 

27. The instant claims are not drawn to the method of use of the liposomes and the 
sterically stabilized liposomes of Klaveness et al. in combination with the reference of 
Torchilin et al. encompass the liposomes of the instant claims where the size is less 
than about 150 or 120 nm. 
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28. Applicant asserts that Tourriier et al. teaches vesicles of 200 nm to 1 um and that 
Tournier et al. does not make, use or even desire to make or use vesicles having a 
diameter of less than about 150 nm. 

29. Tournier et al. discloses that liposome suspensions in the field of imaging are 
known to be about 100 nm in size. Torchilin et al. teaches of the preparation of 
liposomes from a mixture of PC, cholesterol and PEG-PE. The resulting small 
liposomes are of the size 120-150 nm (p77, preparation of liposomes). In the case of 
small liposomes, the grafting of PEG to the liposome surface sharply increases the 
liposomal circulation time due to the interaction of the PEG with plasma proteins (p80, 
small liposomes). In fact, Torchilin et al. teaches that the blood circulation time for 
PEG-LL (large liposomes) is less than that for PEG-SL (small liposomes) (p81, 
paragraph 1). In combination with the reference of Tournier et al. it would be obvious to 
make sterically stabilized liposomes of the size 100-150 nm. Also the reference of 
Tournier et al. was utilized to teach of the liposomes suspensions which may be 
prepared without the contrast agent in the suspension media. 

30. Applicant asserts that Torchilin et al. is irrelevant since it teaches radioactively 
labeled liposomes. 

31 . The reference of Torchilin et al. was not used to teach the use of non-radioactive 
contrast enhancing agents but to teach of the preparation of liposomes from a mixture 
of PC, cholesterol and PEG-PE. The resulting small liposomes are of the size 120-150 
nm (p77, preparation of liposomes). In the case of small liposomes, the grafting of PEG 
to the liposome surface sharply increases the liposomal circulation time due to the 
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interaction of the PEG with plasma proteins (p80, small liposomes). In fact, Torchilin et 
al. teaches that the blood circulation time for PEG-LL (large liposomes) is less than that 
for PEG-SL (small liposomes) (p81, paragraph 1). 

Conclusion 

No claims are allowed at this time. 

32. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 . 1 36(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Melissa Perreira whose telephone number is 571-272- 
1354. The examiner can normally be reached on 9am-5pm M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Mike Hartley can be reached on 571-272-0616. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for published applications may be obtained from • 
either Private PAIR or Public PAIR. Status information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic Business Center (EBC) 
at 866-217-9197 (toll-free). If you would like assistance from a USPTO Customer Service Representative 
or access to the automated information system, call 800-786-9199 (IN USA OR CANADA) or 571-272- 
1000. 

MP 

August 15, 2007 
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